In order to find novel chitin synthesis inhibitors (CSIs) with good activity, benzoylphenylurea, a typical kind of CSIs, was chosen as the lead compound and 15 novel derivatives containing furan moieties were designed by converting the urea linkage of benzoylphenylureas into a semicarbazide and changing the aniline part into furoyl groups. The title compounds were synthesized by the reaction of substituted benzoyl isocyanates with 5-(substituted phenyl)-2-furoyl hydrazine, and the structures were confirmed by IR, 1 H-NMR, elemental analysis and single crystal X-ray diffraction analyses (compound E2). The bioassay results indicated that the title compounds exhibit good insecticidal activity, especially towards Plutella xylostella L., but had lower fungicidal activity. Inspiringly, the title compounds possessed obvious anticancer activity against human promyelocytic leukemic cell line (HL-60), and some of the title compounds also had activity against human hepatocellular carcinoma cell line (Bel-7402), human gastric carcinoma cell line (BGC-823), and human nasopharyngeal carcinoma cell line (KB). The results indicated that the linkage in the lead compounds was important to the bioactivity and spectra. The
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Introduction
Chitin, the β-(1→4) glycoside polymer of N-acetyl-D-glucosamine, is a major structural component of insect cuticles. In addition to the insect cuticles, chitin is also present in cell walls of fungi and protozoa, but is absent in higher plants and vertebrates. This species-specificity provides the rationale to select chitin as a safe target for pest control agents [1, 2] . Chitin synthesis inhibitors (CSIs), which can interfere with chitin formation, will affect the normal growth and development process of insects and fungi but have no effect on plants and vertebrates. The unique mode of action coupled with excellent activity on target and lower toxicity to non-target organisms (including many beneficial arthropods) made these compounds a new tool for integrated pest management (IPM) [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] .
Benzoylphenylureas (BPUs) have been developed as a typical kind of chitin synthesis inhibitors since Dimilin (diflubenzuron) was introduced into market in the 1970s [3, 4] . Their general structures A (Scheme 1) consist of three parts including the benzoyl (X), the urea linkage (Y), and the aniline (Z) [7] . Numerous modifications on the benzoyl (X) and aniline (Z) parts have resulted in the discovery of many commercial insecticides, such as chlorfluazuron, teflubenzuron, bistrifluoron, and noviflumuron [7] [8] [9] [10] [11] . However, modification on the urea linkage (Y) has been considered less, although some efforts on this part have been made. For example, Grosscurt found that the compounds had good insecticidal properties when the urea linkages were converted into carbamoyl-2-pyrazolines [12] . Wang's group reported that the compounds resulting from substitution of the hydrogen on the nitrogen atom of the urea linkage with carbamylosulfenyl or carbamate groups could retain the insecticidal activity [13] [14] [15] .
In our previous work, the benzoyl (X) part was modified with a furoyl group to get benzoylureas B [16] , and the aniline (Z) part was replaced with a furoyl group to obtain dibenzoylureas C [17, 18] . The bioassay results indicated that some of the resulting compounds had certain insecticidal activity, whereas when the Y and Z moieties were modified with carbamic acid ester and furan methyl groups, the insecticidal activity disappeared and the compounds exhibited good fungicidal activity [19] . In the present work, an effort of structure optimization was carried out, in which the urea linkage was converted to a semicarbazide, while the aniline part was replaced with a 5-phenyl-2-furoyl group (Scheme 1). Fifteen novel N-benzoyl-N'- [5-(2' -substituted phenyl)-2-furoyl] semicarbazides (E) were designed and synthesized for the purpose of new pesticide and anticancer drug discovery. Their in vivo insecticidal activity and in vitro fungicidal and antitumor activities were preliminarily evaluated.
Results and Discussion

Chemistry
The synthetic route of compounds E is shown in Scheme 2, where the starting materials were substituted anilines and benzoic acids. All of the title compounds were prepared by the nucleophilic addition reaction of 5-substituted aryl-2-furoyl hydrazine with benzoyl isocyanate under an anhydrous atmosphere.
Scheme 2.
General synthetic procedure for title compounds E. were attributed to the frame vibrations of the phenyl and furan rings.
In the 1 H-NMR spectrum, one sharp peak in the range from 9.70 to 11.50 ppm was due to the presence of NH. The splits of most compounds were normal, except for the compounds with fluorine substitution because of the coupling and splitting between fluorine and hydrogen. The fluorine atom splits a hydrogen proton into a doublet, which complicated the proton signals. The protons on phenyl rings were mostly split into multiple peaks in the range from 7.20 to 8.10 ppm and the protons on the furan ring were split into a doublet in the range from 6.90 to 7.40 ppm.
The structures were further conformed by single crystal X-ray analysis of a typical example, compound E2. Figure 1 gives a perspective view of the compound sad the crystal data are presented in Table 1 . Some important bond lengths, angels, and torsion angles of compound E2 are given in Table  2 . It could be seen from the X-ray analysis of E2 that the single bonds distances of C11-N1, C12-N2, C13-N3, and C12-N3 (1.363(3), 1.342(3), 1.369(3), and 1.398(3) Å) are equal to the van der Waals' radii for a C-N double bond (1.35 Å), the single bonds C4-C7, C8-C11, and C13-C14 (1.461(4), 1.470(4), and 1.504(4) Å) are shorter than the standard C-C single bond (1.54 Å), but longer than C-C double bond (1.34 Å), and the N1-N2 (1.387(3) Å) single bond is shorter than the standard N-N single bond (1.45 Å), but longer than a N-N double bond (1.25 Å). All of these clearly indicated that the p orbital of N atoms conjugated with the π molecular orbital and formed the delocalized π-bonds with the conjoint furan and benzene ring. Unexpectedly, the p orbitals of N1, N2, and N3 seemed not to be conjugated with the π molecular orbital of the C11-O2 ,C12-O3, and C13-O4 double bonds, which was explained by the bond length of C11-O2, C12-O3, and C13-O4 (1.228(3), 1.224(3), and 1.219(3) Å) that followed in the normal range of C-O double bonds (1.19-1.23 Å). Table 2 . Selected bond lengths, angels, and torsion angles of compound E2.
In the crystal of the structure, C(1), C(2), C(3), C(4), C(5), and C(6) formed a plane with a mean deviation of 0.0099 Å, defined as plane I; C(7), C(8), C(9), C(10), and O (1) Table 3 . 
Biological activity
Considering that the lead compounds B and C had good insecticidal activity against dipterous and lepidopterous insects, and D had good fungicidal activity, we chose five strains of fungi and three kinds of insects to evaluate whether the designed compounds retained the insecticidal and fungicidal activity.
The bioassay showed that the title compounds exhibited lower fungicidal activity in vivo against the five strains of fungi at the concentration of 50 µg mL -1 (Table 4 ). In the insecticidal activity shown in Table 5 , some title compounds possessed good activity to the Plutella xylostella L. at the concentration of 500 µg mL -1 , such as E10 and E15 were 95.0% and 85.0%, respectively. All the title compounds exhibited lower in vitro insecticidal activity towards Aphis gossypii at the concentration of 500 µg mL -1 . The highest mortality was 38.0% of E13. The commercial pesticides RH-5849 and hexaflumuron, which display similar structures as the title compounds also showed lower activity to Aphis gossypii (the results were 22.1% and 22.6%), which indicated that these kinds of structures were not suitable for the control of Aphis gossypii. None of the title compounds had activity towards Tetranchus urticae at the concentration of 500 µg mL -1 . Ren [20] and Nishat [21] reported that compounds containing semicarbazides showed excellent anticancer activity. Enlightened by the results from Ren and Nishat, we also studied the anticancer activity of the title compounds, in which the urea linkage was converted into a semicarbazide.
Four kinds of cancer cells lines, human promyelocytic leukemic cell line (HL-60), human hepatocellular carcinoma cell line (Bel-7402), human gastric carcinoma cell line (BGC-823), and human nasopharyngeal carcinoma cell line (KB) were chosen for the bioassay. As shown in Table 6 , most of the compounds E showed good activity against HL-60. Moreover, some of them exhibited good activity to the solid tumor cells BGC-823 and Bel-7402. Among them E15 exhibited higher activity and broader spectra than others. It had excellent activity of 0.14, 0.36 and 0.09 mM against HL-60, Bel-7402, and BGC-823, respectively. Comparing the title compounds E with lead compounds B, C, and D, it can be seen that the linkage (Y) is important for the bioactivity and spectra. When the linkage was urea and semicarbazide, the compounds exhibited insecticidal activity, especially towards lepidopterous insects, but had lower effects on fungi. When the linkage was converted to a carbamic acid ester, the compounds had no insecticidal activity, but possessed good fungicidal activity. Moreover, the title compounds E exhibited anticancer activity.
Experimental
Materials and methods
All the melting points were determined with a Cole-Parmer melting point apparatus and are uncorrected. IR spectra were recorded on a Thermo Nicolet Nexus 470 FT-IR spectrometer as KBr pellets. 1 H-NMR spectra were recorded on a Bruker DPX300 instrument (Switzerland), with DMSO-d 6 as solvent and tetramethylsilane as the internal standard. Elemental analysis was performed by the Analytical Center in the Institute of Chemistry, Chinese Academy of Sciences, using a Flash EA 1112 elemental analyzer. The solvents and reagents were mainly purchased from the Beijing Chemical Reagents Co., P. R. China.
General procedure for the preparation of key intermediates 2 and 4
The different substituted benzoyl isocyanates 4 were obtained by the reaction of the corresponding benzamides and oxalyl dichloride according to the literature [22] . The 5-substituted phenyl-2-furancarboxylic acids 2 were prepared according to the method given in reference [23] .
General synthetic procedure for compounds E
According to the literature [23] , different 5-(substituted phenyl)-2-furoyl hydrazines 5 were prepared. Then 4 (5 mmol) was added to a solution of compound 5 (5 mmol) in purified toluene (25 mL). The reaction mixture was kept at room temperature for 2 h. The solvent were evaporated off under reduced pressure, and the resulting solid was purified by vacuum column chromatography on silica gel using petroleum ether (60-90 °C) and ethyl acetate as the eluent to yield E. 
N-benzoyl-N'-[5-(4'-chlorophenyl)-2-furoyl] semicarbazide
N-2,6-difluorobenzoyl-N'-[5-(4'-fluorophenyl)-2-furoyl] semicarbazide (E2)
:
N-3-methylbenzoyl-N'-[5-(4'-chlorophenyl)-2-furoyl] semicarbazide
N-2,6-dichlorobenzoyl-N'-[5-(4'-methylphenyl)-2-furoyl] semicarbazide (E6)
N-2,6-difluorobenzoyl-N'-[5-(4'-methylphenyl)-2-furoyl] semicarbazide (E7)
N-2-methoxybenzoyl-N'-[5-(2'-nitrophenyl)-2-furoyl] semicarbazide
N-2-methoxybenzoyl-N'-[5-(2'-chlorophenyl)-2-furoyl
X-ray structure determination of E2
Compound E2 was recrystallized from methanol to obtain colorless crystal suitable for X-ray single crystal diffraction. Cell constants at 173(2) K were determined by a least-square fit to the setting parameters of E2 independent reflections measured on a Rigaku raxis Rapid IP Area Detector diffractometer with a graphite-monochromated Cu Kα radiation (λ = 0.154178 nm) and operating in the phi and scan modes. The structure was solved by direct method with SHELXS-97 [24, 25] and refined by the full-matrix least squares method on F2 data using SHELXL-97 [25, 26] . The empirical absorption corrections were applied to all intensity data. H atom of N-H was initially located in a difference Fourier map and was refined with the restraint Uiso(H) = 1. 
Biological assays
(a) The preliminary fungicidal activity in vitro was tested against five kinds of strains:
Phytophthora Capsici, Botrytis Cinerea, Fusarium Oxysporum, Rhizoctonia Solanii and Corynespora Cassiicola. All the strains were conserved in the Institute of Vegetable and Flowers, Chinese Academy of Agricultural Science. Commercialized fungicides: 50% dimethomoph WP, 40% dimetachlone WP, 70% thiophanate-methyl WP, 3% jinggangmycin AS and 75% chlorothalonil WP were used as controls for the above five strains, respectively.
The fungicidal activity of the title compounds E against above five strains in vitro was evaluated using the mycelium growth rate test [27] . Both control fungicides and the title compounds were dissolved in DMF at the concentration of 50 µg mL -1 . The culture media was obtained by mixing the solution of compounds E in DMF with potato dextrose agar (PDA), on which fungus cakes were placed. The blank test was made using DMF. The culture had been stored in an incubator at 24 ± 0.5 °C for 2 days. Three replicates were performed. After the mycelia grew completely, the diameters of the mycelia were measured and the inhibitory rates were calculated according to the formula:
in which I stands for the inhibition (%), C for the diameter of mycelia in the blank control test (in mm), and T for the diameter of mycelia in the presence of compounds E (in mm). The results are shown in Table 4 .
(b) Insecticidal activity against Plutella xylostella L., Aphis gossypii and Tetranchus urticae was evaluated using the immersion method [28] . Test solutions were made by dissolving the title compounds E in DMSO, adding a little 0.1% Tween-80 as the emulsifier, and then diluting to 500 µg mL -1 with water. The insects were raised at 27 ± 1 °C, with 12:12 h (light/dark) photoperiod and 80% relative humidity. The results were observed after 72 h and expressed by percentage death. The solvent of DMSO was set as blank control. Hexaflumuron and RH-5849 were used as insecticidal controls. Three replicates were performed. The results are shown in Table 5 .
(c) Anticancer activity was screened against four different cell lines: a human promyelocytic leukemic cell line (HL-60), a human hepatocellular carcinoma cell line (Bel-7402), a human gastric carcinoma cell line (BGC-823), and a human nasopharyngeal carcinoma cell line (KB). All the title compounds were dissolved in DMSO. The four types of cell line were grown and maintained in RPMI-1640 medium supplemented with 10% fetal bovine serum (FBS), penicillin (100 U mL ) were inoculated in 96-well culture plates (180 µL/well). After 24 h, 20 µL of culture medium containing compounds of various concentrations were added to the wells and, the cells were incubated for 48 h. 20 µL of RPMI-1640 medium was added to the control cells. HL-60 cells were assayed by MTT, and the Bel-7402, BGC-823 and KB cells were assayed by SRB. The absorbance of each well was measured using a microculture plate reader at 570 nm (MTT) and 540 nm (SRB). The inhibition rate was calculated according to the following formula:
Inhibition rate = (ODcontrol -ODtreated)/ODcontrol × 100% Three replicates were performed. The IC 50 values of some active target compounds were evaluated using logit analysis [31] . The results are shown in Table 6 .
Conclusions
In summary, a series of novel semicarbazide derivatives were synthesized by the nucleophilic addition reaction of 5-substituted aryl-2-furoyl hydrazines with benzoyl isocyanates. Compared with the lead compounds, the title compounds showed good insecticidal activity, especially towards lepidopterous insects, but exhibited lower activity against the five kinds of common plant pathogens tested. Inspiringly, the title compounds possessed obvious anticancer activity against human promyelocytic leukemic cell line (HL-60), and some of the title compounds also had activity against solid human tumor cells. The results indicated that the linkage (Y) of the lead compounds was important for the bioactivity and spectra and that modification on the urea linkage was an effective strategy to discover new pesticide and drug candidates.
